is also significant. Chronic respiratory diseases account for more than 2% of the total deaths annually. 25 The hypothesis of this study is that air pollution is associated with an increased risk for cardiopulmonary diseases. We aimed to investigate the association of cardiopulmonary morbidity with the daily exposures to PM 2.5 in the urban population of Rabigh, Saudi Arabia.
Methods. PM 2.5 sample collection and analysis. A PM 2.5 sampler was installed for the period of 6 weeks from May to June 2013 at a fixed site in Rabigh city, Kingdom of Saudi Arabia. The 24-h samples of PM 2.5 were collected on pre-weighed and sequentially numbered polypropylene ring supported Whatman 2.0 μm pore-size PTFE 46.2 mm filters using a low volume air sampling pump operated at a flow rate of 16.7 L/ min. The 24-h PM 2.5 samples were then analyzed for the overall mass concentrations of PM 2.5 and its chemical constituents including BC, NH 4 + , SO 4 2-, NO 3 -and trace elements (TEs). A detailed description of PM 2.5 sample collection and analysis, equipment and chemicals used, and the map of the study area has already been provided. 13, 14 Hospital data. The physicians at Rabigh General Hospital collected information on all patients with a primary or secondary diagnosis of either cardiovascular (CVD) or respiratory disease (RD) who visited the emergency room (ER) during the period from May 2013 to June 2013. Electronic hospital records were collected for each day of PM 2.5 sampling and organized in excel spread-sheets. The information collected on each hospital record included; date of admission, patient age, gender, nationality, diagnosis and the ICD-10 code for each diagnosis. All the patient records were coded with patient IDs to ensure patient confidentiality. Additionally, we further reviewed all the provided hospital records in electronic form crosschecking the diagnoses with the current ICD-10 codes. Patient records with missing diagnosis and gender, were excluded from further analyses. Institutional Review Board (IRB) approvals to use the collected hospital records were obtained from the Ministry of Health in Saudi Arabia, University at Albany, SUNY and the New York State Department of Health IRB committees.
Statistical analysis. We utilized a generalized linear time-series model (GLM) to investigate the association of exposure to PM 2.5 and its constituents (BC, p-NH 4 + , p-SO 4 2-, p-NO 3 -and TEs) with daily ER visits for cardiopulmonary diseases among the urban population of Rabigh. Due to significant correlations between the different air pollutant species analyzed, the health risk associated with exposure to each pollutant specie was modeled separately in single pollutant and single lag E pidemiological studies [1] [2] [3] [4] continue to show that fine particulate (PM 2.5 ) air pollution increases the risk for morbidity and mortality from cardiopulmonary diseases. Exposure to PM 2.5 is believed to induce hypercoagulability, oxidative stress, pulmonary inflammation 5, 6 and may alter cardiac autonomic function leading to changes in heart rate variability [7] [8] [9] [10] and several severe cardiac events. The PM 2.5 constitutes a major portion of the overall particulate air pollution. While particulate air pollution is often monitored by only determining the levels of PM 2.5 12 Trace elements (TEs) will normally exist in ambient PM 2.5 aerosols in their most stable oxide forms. These aerosol species account for a significant portion of PM 2.5 and are toxic to human health and the environment. Rabigh is heavily industrialized (mostly petrochemical industry) plus its neighbored by Jeddah city that is also heavily industrialized. The major anthropogenic emission sources of air pollution in these cities are typically related to fossil fuels combustion and several other industrial processes, and vehicular emissions. 13, 14 These sources are clearly depicted by the high levels of BC, p-SO 4 2-, p-NO 3 -, p-NH 4 + and TEs observed in Rabigh. Industrialized cities in the Middle East 15, 16 have high levels of PM 2.5 . While the association between exposure to PM 2.5 and cardiopulmonary diseases has been well studied in developed countries of Europe [17] [18] [19] [20] and North America, [21] [22] [23] [24] limited or no research has been done for most countries in the Middle East, including Saudi Arabia. Cardiovascular diseases account for 35.9% of the overall 90,000 annual deaths in Saudi Arabia 25 and coronary heart disease is the third most common cause of hospital based mortality among the elderly. 26 Additionally, the burden of respiratory diseases models, to avoid introducing errors associated with collinearity. The models were adjusted for the day of the week effects and confounding due to meteorology (average daily temperature, relative humidity and wind speed). Effect modification related to personal life styles (such as diet, exercise and smoking) were not controlled for, since there were no data on these variables. The period between exposure and outcome was evaluated using time lags going up to 6 days post exposure (lags 0-6), where "lag 0" means the same day effects; "lag 1", the effects after one day and so on. Results. Significant correlations between different pollutant species and with meteorology were observed. Daily PM 2.5 was moderately correlated with BC (r= . Previously, we provided a comparison of PM 2.5 levels observed in Rabigh with other cities around the world. 13 The daily PM 2.5 levels in Rabigh did not only exceed the WHO guideline (25.0 μg/m 3 ) but were also higher than for most cities considered.
Overall, there were 2513 ER visits collected over a period of May 2013 to June 2013. These have been summarized by diagnosis category and age-group in Table 2 and presented in Figure 1 . The most frequent forms of cardiovascular diseases were hypertension (HTN) (71.3%) and ischemic heart disease (IHD) (24.2%). The prevalence of CVD increased with age peaking at age-group (46-60) years (Figure 1a) . Respiratory diseases were mostly upper respiratory tract infections (URTIs), tonsillitis, asthma, pharyngitis and bronchitis. The prevalence of RD decreased with age. People below 30 years had the highest rate with children (0-14) years being the most vulnerable (Figure 1b) .
The relative risk (RR) estimates for cardiopulmonary morbidity at 95% CI associated with a 10 μg/m 3 increase in PM 2.5 and a unit (1.0 μg/m 3 ) increase in BC, p-SO 4 2-, p-NO 3 -and p-NH 4 + have been determined and presented in Tables 3 & 4. A 10 μg/m 3 increase in exposure to PM 2.5 was associated with a 7.6% increased risk for RD in females, with a marginal statistical significance. A unit (1.0 μg/m 3 ) increase in exposure to BC was significantly associated with a 42.0% (95% CI: 1.017, 1.984) increased risk for RD with combined genders, and 68.1% (95% CI: 0.987, 2.862) in females, with a marginal statistical significance. Increased risk estimates were also observed for both CVD and RD at several lags but with no statistical significance (Table 3) .
A unit increase in exposure to p-SO 4 2-was significantly associated with a 5.1-5.3% increased risk for CVD in males; and a 2.9% increased risk for RD in females and 2.3-2.5% in males (Table 4) . A similar increase in exposure to p-NO 3 -was associated with 29% increased risk for CVD in females and 6.0% in males but with no statistical significance as shown in Table 4 . Exposure to p-NH 4 + was significantly associated with a 5.8-8.8% increased risk for RD with combined Table 4 .
Discussion. The outcome on RD was relatively earlier than the CVD for most part. We observed an increased risk for RD at later lags too. This could possibly be clarified with longer sampling duration and larger sample size study. Much of the risk on RD became more apparent within the first two days following exposure (lags 1-2). In contrast CVD risk was mostly observed several later lags. These observations are biologically plausible given that RD often have a short incubation period of a few hours to days 27 while CVD tend to have longer incubation periods following exposure. 28 The observed increased CVD risk at lags 0-1 could imply exacerbation of preexisting illnesses since the outcomes on CVD usually take longer incubation periods to manifest. Also, majority of RD recorded were URTIs, which would be mostly acute and thus the increased RR at lags 0-1. This may also suggest that the subject had an existing URTI that was adversely impacted by the air pollution. Health issues related to CVD normally appear later in life since the behavioral risks associated with heart diseases such as smoking, diet, exercise and occupational exposures are mostly experienced in adulthood. These in addition to air pollution exposure, may pose a significant risk for adverse cardiovascular health outcomes. Moreover, HTN and IHD diagnoses tend to be more prevalent among middle-aged adults and the elderly due to cumulative lifestyle risks.
Though these findings are consistent with results from previous studies especially for exposures to PM 2.5 and BC, the observed associations between air pollution and cardiopulmonary morbidity are relatively higher than previously reported data. 22, 29 This may be primarily attributed to the higher levels of particulate air pollution observed in this study as compared to the levels measured in cities of the developed nations. Another factor is that this study did not focus only on the primary diagnosis of RD and CVD, which may have led to detection of associations that were not found in studies looking only at primary diagnoses. Future studies may need to focus more on the health effects associated with elevated levels of particulate air pollution, as this seems to be the major environmental issue in heavily industrialized countries such as Saudi Arabia. Furthermore, though results on the health risk associated with exposure to p-SO 4 2-and p-NO 3 -are consistent with some previous studies 30, 31 findings from majority of epidemiologic studies that assessed the risk of exposure to p-SO 4 2- are still inconsistent and the data on p-NO 3 -are very limited. 32 However, the RR estimates for exposure to p-NO 3 - were not statistically significant which may be due to a small sample size. Also, the effect of exposure to p-NH 4 + on cardiopulmonary health outcomes has not been studied previously in either epidemiologic or toxicological studies. However, a significant risk on exposure to p-NH 4 + for both RD and CVD has been observed (Table 4) .
Reiss et al 32 (2007) noted that the existing epidemiologic and toxicological data provide little or no support for a causal association between p-SO4 2- exposure and health risk at ambient concentrations. It should be noted that the ambient concentrations of p-SO 4 2-vary significantly from place to place. Thus, it is difficult to establish a baseline on this observation. Also, the ambient p-SO 4 2-concentrations authors referred to were from the developed nations, which tend to be much lower than what is measured in heavily industrialized cities of developing nations. Results are indeed quite intriguing when the effects on exposure to p-SO 4 2-are assessed using high ambient concentrations such as those determined in this study. Reiss 4 + on cardiopulmonary health outcomes, it requires long-term monitoring. However, results from this study clearly show that exposure to these pollutant species potentially increases the risk for morbidity due to both CVD and RD at several lags. This may be attributable to the relatively higher fine particulate pollutants concentrations observed in this study, as compared to what has been previously reported from cities of developed nations in Europe and N. America.
A substantial morbidity risk but with no statistical significance was observed for daily exposures to p-NO 3 -and CVD in females. However, much of the exposures to p-NO 3 -showed a significant protective effect on morbidity due to RD (Table 4) . It is possible that the association between p-NO 3 -exposure and cardiopulmonary morbidity may have been affected by the prevailing meteorology during the study period. As discussed earlier, p-NO 3 -may exist as either NH 4 NO 3 or NaNO 3 depending on the prevailing environmental factors such as meteorology, sampling location and emission sources. For example, the existence of ambient NH 4 NO 3 is strongly influenced by ambient temperature. 33 This further warrants long-term monitoring to assess the influence of seasonal variations in meteorology on the health risk associated with p-NO 3 -exposure. Overall, results clearly indicate that daily exposures to elevated levels of fine particulate pollutant species significantly increases the risk for cardiopulmonary morbidity. There are some major strengths of this study, especially in having direct measurements of different components of particulate air pollution, including some pollutants such as p-NH 4 + , that have not previously been reported. There are also some limitations in that only particulates were monitored, and did not include other gaseous air pollutants. Moreover, sampling was done only during summer (May to June 2013). Thus, the influence of seasonality on the association of exposure to air pollutants and cardiopulmonary morbidity could not be assessed. Also, since we had only one sampling site, there was a potential for exposure misclassification, particularly for those patients that lived far from the monitoring site. Furthermore, the health data besides having a small sample size, included all RD and CVD diagnoses, not only those that were the primary diagnosis and reason for visit to the ER. It was also difficult to ascertain the representatives of the patients at Rabigh General Hospital to the general Rabigh population. Besides, the risk estimates provided in studies of this nature, are on a population level. Thus, they may not be extrapolatable directly to individual level due to interindividual differences such as age, gender, socioeconomic status, etcetera. Nevertheless, results from this study can be used as a basis for further studies with longer duration of sampling and larger sample size.
Summary and conclusions. This is the first study to assess the effect of exposure to particulate air pollution and cardiopulmonary health in Rabigh, Saudi Arabia. Health effects associated with higher ambient particulate air pollution than what has been previously reported in several studies, were assessed. Results clearly showed that daily exposures to elevated levels of PM 2.5 and its components including BC, p-SO 4 2-, p-NO 3 -and p-NH 4 + significantly increased the rates of ER visits for CVD and RD morbidity in Rabigh with the strongest association observed for exposures to BC. Age is clearly an important factor. Children aged 0 to 14 years dominated the ER visits for RD. Children are normally very active, have a high metabolism and an increased air intake. Besides, their lungs and other biological systems are still undergoing rapid development which makes them more vulnerable to the damaging effects of air pollution. Adults above 30 years dominated the CVD category. Factors such as diet, exercise, pre-existing medical conditions, as well as social economic status may perhaps be significantly influencing the observed prevalence rates for CVD in Rabigh. These in addition to high levels of PM 2.5 , may provide the most plausible explanation as to why the CVD peak at age-groups above 30 years. It is recommendable that future studies with larger sample sizes, consider determining the associations among different age-groups, to clearly identify the most vulnerable sub-groups. Though the high ambient concentrations of these pollutant species could be a major factor that influenced the observed health outcomes, more studies are obviously needed to affirm this supposition.
Cardiopulmonary health outcomes especially for CVD can be due to a range of other factors especially those closely linked to diet, exercise, pre-existing medical conditions, and social economic status (SES). It would be recommendable if future studies controlled for these factors to accurately determine the cardiopulmonary risk associated with exposure to elevated levels of particulate air pollution in Saudi Arabia and the rest of the Middle East region. Moreover, several long-term exposure studies will be necessary to assess the health risk associated with air pollutant species such as p-NO 3 -that showed inconsistent associations in this study. Exposure to TEs did not show any increased risk for this analysis. The health risk for exposure to TEs could also be effectively assessed with long-term monitoring.
